Question 8:

For women with postcoital bleeding (PCB) or intermenstrual bleeding (IMB), what is the safety and effectiveness of direct referral to colposcopy compared
with HPV testing and cytology?

Non-systematic searches were carried out of Medline, EMBASE and Cochrane Central Register of Controlled Trails from 2005 using (postcoital bleeding OR
intermenstrual bleeding OR abnormal vaginal bleeding) AND (cervical cancer/neoplasia OR cervical intraepithelial neoplasia/CIN) AND HPV. A repeat search
was performed omitting HPV. Studies from countries without a cervical cancer screening programme were excluded.

No studies were found comparing the safety and effectiveness of direct referral to colposcopy with HPV testing and cytology. Therefore existing guidelines on
the management of PCB and IMB are summarised and the results of studies that describe the likelihood a woman with PCB has invasive cervical cancer
(ICC) and how this may vary by cytology or HPV test result or age, and the prevalence of PCB and IMB are reported. The details of the included studies with
the characteristics and all results are presented.

Management of women with postcoital bleeding and intermenstrual bleeding

Results:

Table 1: Existing guidelines on the management of postcoital and intermenstrual bleeding
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Table 3: Postcoital bleeding and risk of invasive cervical cancer

Table 4a: Postcoital bleeding, cytology and cervical cancer

Table 4b: Postcoital bleeding, HPV testing and cervical cancer

Table 4c: Postcoital bleeding, age and cervical cancer

Table 5: Characteristics and results of included studies
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Table 1: Existing guidelines on the management of postcoital and intermenstrual bleeding

Guideline

Author/Organisation Year

Country

Evidence base

Recommendation

Colposcopy and
Programme Management
Guidelines for the NHS
Cervical Screening
Programme Second
edition 2010

Clinical Practice
Guidance for the
Assessment of Young
Women aged 20-24 with
Abnormal Vaginal
Bleeding

Investigation of
intermenstrual and
postcoital bleeding

NHS Cancer Screening
Programmes
United Kingdom

Subgroup of the Advisory
Committee for Cervical
Screening

NHS

United Kingdom

RANZCOG
Australia

2010

2010

Reviewed
2015

Unclear if this
recommendation is
based on evidence or
consensus

Unclear

Consensus based

Women presenting with symptoms of cervical cancer — such as postcoital
bleeding (particularly in women over 40 years), intermenstrual bleeding
and persistent vaginal discharge — should be referred for gynaecological
examination and onward referral for colposcopy if cancer is suspected.
Examination should be performed by a gynaecologist experienced in the
management of cervical disease (such as a cancer lead gynaecologist).
They should be seen urgently, within two weeks of referral.

The cardinal symptom of cervical cancer in this age group is postcoital
bleeding, but persistent intermenstrual bleeding, which is more common,
also requires attention. The critical intervention in the diagnosis of cervical
cancer is an immediate speculum examination...to enable a clear view of
the cervix....If the cervix looks abnormal and suspicious, which will be the
case in a very small proportion, the correct action is urgent referral to
colposcopy under the ‘two week wait’ rule.

Genital tract malignancy is an uncommon cause of abnormal bleeding at
any age, is rare in young women, but must be considered in all patients.
Women at risk of sexually transmitted infection should have appropriate
tests performed. Women with persistent intermenstrual bleeding (IMB)
should have a cervical Pap smear, a pelvic ultrasound and referral to a
gynaecologist for further assessment.

Women complaining of postcoital bleeding (PCB) should have tests to
exclude cervical cancer and Chlamydia. It is commonly accepted that a
single episode of PCB in a woman who has a normal smear and cervical
appearance does not warrant immediate referral, but recurrence or
persistence of this symptom mandates colposcopic examination.




Table 2: Prevalence of postcoital bleeding +/- intermenstrual bleeding

Study Type of Population Results
study
Shapley Systematic 38 papers identified in which Prevalence/incidence of PCB:
2006 review prevalence/incidence of PCB e Community care: point prevalence: 0.7-9% (8 studies)
United reported or able to be calculated e Primary (10) care:
Kingdom o No studies of women consulting 1° care
o  Proportion of women in the community who consult 1° care not known
e Secondary (2% care:
o Prevalence 5% (1 study)
o Proportion of women presenting to 1° care with PCB who are referred to 2° not reported
Shapley Prospective 2104 naturally menstruating women  Prevalence (as a proportion of naturally menstruating women):
2013 cohort aged 40-54 years registered with 7 IMB +/or PCB at baseline: 21% (95%CI: 20-23%)
United general practices PCB at baseline: 9.5% (95% Cl: 8.3-11%)
Kingdom Frequent PCB at baseline: 2.2% (95%Cl: 1.7-3.0%)

Persistent PCB at 12m: 2.2% (95%Cl: 1.6-3.2%)
IMB at baseline: 18% (95% CI: 16-20%)

Frequent IMB at baseline: 5.3% (95%Cl: 4.4-6.3%)
Persistent IMB at 12m: 7.6% (95%CI: 6.2-9.2%)

Table 3: Postcoital bleeding and risk of invasive cervical cancer

Study Type of Population Results

Study
Khattab Retrospective 284 women with PCB seen in 166 women with PCB and no/normal referral smear: ICC 6 (3.6%); ICC in women with
2005 cohort colposcopy normal smear history: 2 (1.2% of Group 1)

United Kingdom

Abu
2006

/gynaecology clinics

Retrospective 142 women referred to

cohort

United Kingdom

colposcopy clinic with PCB.

118 women with PCB and abnormal referral cytology: ICC 6 (5%)

No significant difference in ICC between the group referred with no/normal smear record
and the group referred with abnormal cytology

No ICC







Table 4a: Postcoital bleeding, cytology and cervical cancer

Study Type of Population
stud



Table 4b: Postcoital bleeding, HPV testing and cervical cancer

Study Type of Population
study
Gulumser Retrospective 237 women had PCB; Associations were reported in relation to CIN2+ (ICC not separately reported;
2015 cohort 65 women had an HPV test unclear if any cases were present or not)
Turkey HPV testing conducted using PCR (commercial kit 19/65 (29%) of women with PCB were HPV +ve
Fluorion, lontek, Turkey) on cervical smear samples. The number of women with PCB and HPV +ve who had CIN2+ was not reported.
Specific HPV types tested for not described. Being HPV +ve was associated with increased OR for CIN2+ compared to HPV —

ve (OR 4.1 ;95% CI 2.6 to 6.3; adjusted for cigarette use and abnormal vs hormal
cytology result)

Table 4c: Postcoital bleeding, age and cervical cancer

Study Type of Population
study
Khattab Retrospective 284 women with PCB seen in No significant difference in the rate of ICC or CIN between women >35yrs with
2005 cohort colposcopy/gynaecology clinics PCB for>4wk and women <35yrs with repeated unexplained PCB
United
Kingdom

Table 5: Characteristics and results of included studies

Author Country Type of Objective(s) of  Population Results

study relevance

Khattab United Retrospective  Measure the 284 women with PCB seen in Normal or no referral smear:

2005 Kingdom  cohort frequency of colposcopy/gynaecology clinics e Cervix examination: normal 42%, ectropion 23%, contact
abnormal findings bleeding 21%, cervical polyp 8%, cervical ulceration 4%
in women referred 166 women referred with PCB and e No pathology detected in approx. 50% women
with PCB no or normal smeatr. e ICCingroup 1: 6 (3.6%)

e 2 subgroups: o 3 women had no previous smear
1. 72 women >35yrs with o 1 woman had negative smear 8 years prior
PCB for>4wks e ICCin group 1 excluding cases in women with no smear
2. 94 women <35yrs with history: 2 (1.2% of group 1)

repeated unexplained PCB o CIN: 9%
e PCB+IMB: 60 (36%) e No endometrial Ca




Abu
2006

Shapley
2006

United
Kingdom

United
Kingdom

Retrospective
cohort

Systematic
review

e PCB+dyspareunia: 34 (21%)
e PCB+pelvic pain: 18 (11%)

118 women referred with PCB and
abnormal cytology

e PCB+IMB: 37 (31%)

e PCB+dyspareunia: 5 (4%)

e PCB+pelvic pain: 2 (1.7%)

Determine the risk
of significant
cervical pathology
abnormality in
women referred to
colposcopy clinic
with PCB.

142 women referred to colposcopy
clinic with PCB.

Age range: 16-61yrs
(mean 34.1yrs)

113 (79.6%) had smear in last 3yrs;
Evaluate cervical 4 had smear >3yrs ago.

smear history of Of the 117 smears:

these womenand e 102 (87.2%) negative smear

correlated this e 5 borderline changes
with any _ e 2 mild dyskaryosis
colposcopic or e 1 moderate dyskaryosis
pathological e 1 severe dyskaryosis
abnormality. e 6 unsatisfactory

Estimate PPV of
PCB for cervical
cancer to aid
decision making in
primary care
about whom to

38 papers identified in which
prevalence/incidence of PCB
reported or able to be calculated

No significant difference in the rate of ICC or CIN between
women aged >35 with PCB for more than 4 weeks and women
aged <= 35 with repeated unexplained PCB

Abnormal referral smear:

Cervix examination: normal 86%, ectropion 5%, contact
bleeding 5%, cervical polyp 3%, cervical ulceration 2%
No pathology detected in 17% of women

ICC: 6 (5%)

CIN: 66%

No endometrial Ca

Diagnosis following investigations carried out in the colposcopy
clinic in 142 women with PCB:

Normal 56 (39.4%)

Cervical ectopy 44 (31.0%)
Benign cervical polyp 7 (4.9%)
Cervical inflammation 1 (0.7%)
Nabothian cyst 1 (0.7%)

CIN1: 12 (8.5%)

CIN2: 11 (7.7%)

CIN3: 4 (2.8%)

Referral cytology and histology:
102 women with negative smear prior to referral:

CIN1: 10
CIN2: 8
CIN3: 2

1 borderline changes: CIN1

2 mild dyskaryosis: CIN1: 1; CIN2: 1
1 moderate dyskaryosis: CIN2

1 severe dyskaryosis: CIN3

2 no cervical smear: CIN2: 1; CIN3: 1

Prevalencel/incidence of PCB:

Community care: point prevalence: 0.7-9% (8 studies)
Primary (1°) care:
o No studies of women consulting 1° care
o Proportion of women in the community who consult 1°
care not known
















PCB: postcoital bleeding; IMB: intermenstrual bleeding: LSIL: low-grade squamous intraepithelial neoplasia; HSIL: high-grade squamous intraepithelial neoplasia; CIN: cervical
intraepithelial neoplasia: AlS: adenocarcinoma in situ; ICC: invasive cervical cancer; SCC: squamous cell carcinoma; Ca: cancer; LG: low-grade: HG: high-grade; TZ: transition
zone: VAIN: vaginal intraepithelial neoplasia
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